Materials and Methods
In vitro studies
The antimicrobial activity of gardimycin was assayed in broth cultures, by the serial dilution technique. The cultures were inoculated with 10'-cells/ml for Gram-negative bacteria and with 103 cells/ml for Neisseria and Gram-positive bacteria. For yeasts, Mycoplasma and Mycobacterium, the number of cells was between 10' and 5x101/ml, depending on the particular species.
Penassay broth was the medium used for Staphylococci and Gram-negative bacteria. The medium for Streptococci and Diplococci was Brain Heart infusion (Difco) plus 1 io bovine serum:
for Neisseria it was Tryptose Phosphate broth (Difco) plus 3;o bovine serum; for yeasts, SABOURAUD broth (Difco); for Mycoplasma, PPLO broth (Difco) plus 10 % horse serum; for Mycobacterium, KIRSCHNER'S medium') plus 10 % horse serum. were assayed against Sarcina lutea ATCC 9341 by the agar diffusion method and gardimycin activity determined from the standard curve. Experimental infections in mice Male and female albino CF, mice weighing 1822 g were used. The animals were infected by intraperitoneal injection of 16-hour broth cultures of the following strains of bacteria: Diplococcus pneumoniae, Felton UC 41 strain; Streptococcus haemolyticus, C 203 ISM strain; Staphylococcus aureus, Tour strain.
The cultures were diluted so as to produce death of the control animals within 48 hours due to septicemic spreading of the infection. The therapeutic treatment was begun 30 minutes after infection with the organisms and was continued for 2 additional days, at intervals of 24 hours. On the 10th day, the value for the ED,, in mg/kg/day was calculated by the method of SPEARMAN and KARBERO), on the basis of the percentage of surviving animals at each dose of product.
Results

Spectrum of Activity:
As shown in Table 1 , the spectrum of activity includes some Gram-positive organisms, Neisseria gonorrhoeae and Clostridium perfringens. Gram-negative bacteria, yeasts, Mycoplasma and Mycobacterium were not sensitive to levels of gardimycin up to 100pg/ml.
The most interesting activity appeared to be that against Streptococcus haemolyticus. To make sure that this activity was not restricted only to the laboratory strain used, the sensitivities of other strains of Streptococcus, isolated clinically and including S. haemolyticus and S. viridans species, were also determined ( Table 2 ). All strains tested were sensitive to gardimycin, but with considerable differences in sensitivity from one strain to another.
Influence of Serum on the MIC:
When concentrations of bovine serum were increased from 0 to 70 %, there were no differences in the in vitro activity of gardimycin ( Table 3) . Influence of pH of the Medium on the MIC:
The in vitro activity of gardimycin appears to be slightly influenced by the pH of the medium (Table 4 ). The antibiotic is more active at acid pH's than at basic pH's.
Influence of the Size of the Inoculum on in vitro Activity:
The in vitro activity of gardimycin is only very slightly affected by increasing the size of the inoculum from 10' to 1811 cells/ml (Table 5 ).
Bactericidal Action:
Gardimycin possess a moderate bactericidal activity against Streptococcus haemolyticus (Fig. 1) . Cross-resistance:
When tested against a series of antibiotics (Table 6) , no cross-resistance was seen in the Increasing the size of the bacterial inoculum has some effect, but a very minor one. Gardimycin is more active when assayed in media of acid pH than in those of basic pH. This is probably due to the fact that gardimycin is less stable at highly basic pH. A gardimycinresistant mutant did not show any cross-resistance to all the other antibiotics tested, even those having a similar mechanism of action. The frequency of mutants resistant to gardimycin is very low (less than 10-10). Gardimycin's therapeutic activity when administered parenterally to mice experimentally infected with Streptococcus or Diplococcus is comparable to those of ampicillin and cephaloridin, under our experimental conditions. Its activity against experimental infection with S. aureus is lower. 
